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PARENT CASE DATA: 

This application is a continuation-in-part application of copending U.S. patent 
application Ser. No. 09/653,812, filed Sep. 1, 2000, which is a divisional of 
U.S. application Ser. No. 08/ 847,844, filed Apr. 28, 1997, now U.S. Pat. No. 
6,150,160, which is a continuation-in-part of U.S. patent application Ser. No. 
08/749,805, filed on Nov. 15, 1996, now abandoned, which claims priority under 
35 U.S.C. section 119(e) to U.S. Provisional Patent Application No. 60/006,831, 
filed on Nov. 16, 1995. 

NUMBER OF CLAIMS: 22 26 Figure(s). 

DESCRIPTION OF FIGURES: 
FIG. 1 comprises FIGS. 1A through IB. FIG. 1A is a diagram depicting the 
organization of a 6.0 kb human LI element. ORF1 and ORF2 are indicated by dark 
rectangles; the 5' and 3' untranslated regions are indicated by shaded 
rectangles and the untranslated region between ORF1 and ORF2 is indicated by a 
white stripe. The approximate position of the endonuclease (EN), reverse 
transcriptase (RT) , cysteine-rich C. motif and poly A tail (AAAAA) n are 
indicated. Arrows indicate the target site duplications which flank the 
element. FIG. IB is a diagram of an overview of a retrotransposition assay. The 
element LI. 2 was tagged with an indicator gene (mneol) containing an antisense 
copy of the neo gene disrupted by intron 2 of the gamma-globin gene in the 
sense orientation. The splice donor (SD) and splice acceptor (SA) sites of the 
intron are indicated on the figure. The neo gene is also flanked by a 
heterologous promoter (P') and a polyadenylation signal (A') denoted by the 
striped triangles. Transcripts originating from the promoter driving LI. 2mneoI 
***expression*** (P) can splice the intron, but continue to contain an 
antisense copy of the neo gene. G418-resistant (G418R) colonies should arise 
only when this transcript is reverse transcribed, integrated into chromosomal 
DNA, and expressed from its own promoter, P'. 

FIG. 2A is a diagram depicting cloning of L1.2mneoI. L1.2mneoI was cloned into 
pCEP4 to create pJMlOl. pCEP4 contains an origin of replication (Ori) and a 
selectable marker (Amp) for prokaryotic cells and an origin of replication and 
transacting factor (Ori/EBNAl) and a selectable marker (Hyg) for eukaryotic 
cells. The direction of transcription of each gene is denoted by arrows. The 
features of L1.2mneoI are described in the description of FIG. 1. 
FIG. 2B, comprising FIGS. 2Bi through 2Biii, is a diagram depicting mutant 
constructs of L1.2mneoI. FIG. 2Bi depicts the construct pJM102, which lacks the 
910 bp 5 1 UTR of LI. 2; FIG. 2Bii depicts the construct pJM103, which has a 3.8 
kb deletion wherein most, of the 5' UTR, all of ORF1 and the first 2.1 kb of 
ORF2 are deleted; FIG. 2Biii depicts the construct pJM105, which contains a 
missense mutation (D702Y) in 0RF2 . Each of the mutants have the pCEP4 sequences 
as the vector portion. 

FIG. 3A is a diagram outlining the L1.2mneoI retrotransposon assay. HeLa cells 
were transfected with the desired constructs using lipof ectamine . 



transgenic mice. Insertion #1 is 1.9 kb in length and contains an 
inversion of the 5 f end with a 73 bp deletion at the inversion point. A 
63 -bp poly A tail is added after the SV40 poly A signal, and the 
insertion is flanked by 14 bp target site duplications (TSD) , in 
uppercase letters. The flanking sequence is in lower case. FIG. 23B 
depicts an LI insertion in a transgenic mouse. Insertion #2 is 4.3 kb in 
length. It contains a 92 bp poly A tail added after the SV40 poly A 
signal, and the insertion is flanked by 6 -bp target site duplications. 
The LI inserted into intron 1 of a predicted gene (mCG57584 Celera 
Discovery System) on chromosome 9.! 
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AB 
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CLMN 



Recombinant protein complexes having human Factor VIII 
:C activity are expressed in a eukaryotic host cell by 
transforming the host cell with first and second expression 
cassettes encoding a first polypeptide substantially homologous to human 
Factor VIII :C A domain and a second 

polypeptide substantially homologous to human Factor 
VIII :C C domain, respectively. In the present 

invention, the first polypeptide may be extended having at its Cterminal 
a human Factor VIII :C B domain N-terminal 

peptide, a polypeptide spacer of 3-40 amino acids, and a human 
Factor VIII :C B domain C- terminal 

peptide. Expression of the second polypeptide is improved by 

employing an alphal -antitrypsin signal sequence. 

91 
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16 Drawing Page(s) 
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Disclosed are methods and compositions for gene therapy for tumors. 
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Cytotoxic agents are selectively expressed in endothelial 
cells of tumor blood vessels, and delivered to tumor cells adjacent to 
the blood vessels, producing a bystander effect such that all the cells 
in contact with the transfected cells are killed or permanently growth 
arrested. In particular, cytotoxic gene products secreted from the 
transfected cell using a secretory signal sequence, include a membrane 
permeability domain at the N- or C-terminus that can shuttle the 
cytotoxic domain into non-transf ected cells and back into transfected 
cells . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LINE COUNT: 9000 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to two novel proteins, TR21 and TR22, 

which are members of the tumor necrosis factor (TNF) receptor. In 
particular, isolated nucleic acid molecules are provided encoding the 
human TR21 and TR22 protein. TR21 and TR22 polypeptides are also 
provided as are vectors, host cells and recombinant methods 
for producing the same. The invention further relates to screening 
methods for identifying agonists and antagonists of TR21 and TR22 
activity; and methods of treating immune disorders by administering TR21 
and TR22 polynucleotides, polypeptides, agonists, and antagonists. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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44 Drawing Page(s) 
6019 

Methods for identifying discrete monomer domains and immuno- domains with 
a desired property are provided. Methods for generating multimers from 
two or more selected discrete monomer domains are also provided, along 
with methods for identifying multimers possessing a desired property. 
Presentation systems are also provided which present the discrete 
monomer and/or immuno - domains , selected monomer and/or immuno- domains , 
multimers and/or selected multimers to allow their selection. 
Compositions, libraries and cells that express one or more 
library member, along with kits and integrated systems, are also 
included in the present invention. 
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Methods and compositions are provided for in vivo heterologous nucleic 
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acid delivery using genetically modified microflora. Specifically, 
compositions and related methods for the delivery of heterologous 
nucleic acids to the intestinal mucosa of animals are provided. 
Specifically, genetically modified microflora are used to deliver 
transforming heterologous nucleic acids directly, or genetically 
modified microflora expressing at least one heterologous 
nucleic acid are provided. Representative microflora include bacteria, 
bacterial fusions, and yeast. The heterologous nucleic acid may encode 
for immunoprotective epitopes (antigens) or other gene therapy 
applications . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER OF DRAWINGS: 16 Drawing Page(s) 

LINE COUNT: 5012 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are chimeric zinc finger proteins that can regulate endogenous 
genes. Examples of such proteins include proteins that can regulate 
VEGF-A expression. The proteins and nucleic acid encoding them 
can be used to modulate angiogenesis . 
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AB The present invention provides novel polynucleotides encoding HLRRSI1 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic 
methods for producing said polypeptides. The invention further relates 
to diagnostic and therapeutic methods for applying these novel HLRRSI1 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides, particularly 
gastrointestinal diseases and/or disorders. The invention further 
relates to screening methods for identifying agonists and antagonists of 
the polynucleotides and polypeptides of the present invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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receptor polypeptide. The invention also relates to an isolated nucleic 

acid encoding the whitefly ecdysone receptor polypeptide, to 

vectors comprising them and to their uses, in particular in 

methods for modulating gene expression in an ecdysone 

receptor-based gene expression modulation system and methods 

for identifying molecules that modulate whitefly ecdysone receptor 

activity. 
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AB A recombinant adenoviral vector which has multiple adenovirus 

packaging domains is provided. This vector has advantages over 
conventional adenoviral vectors in packaging plasmid 
vectors into adenoviral capsids. Methods of making and using 
this vector are described. 
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can act as agonists and/or antagonists of PD-1 (Programmed Death 1) , 
thereby modulating immune responses in general, and those mediated by 
TcR and CD2 8, in particular. The disclosed compositions and methods may 
be used for example, in treating autoimmune diseases, inflammatory 
disorders, allergies, transplant rejection, cancer, and other immune 
system disorders. 
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AB The disclosure describes artificial chimeric transcription factors that 
include at least one zinc finger domains and that can regulate cellular 
differentiation, for example, a neuronal cell phenotype or an osteoblast 
phenotype . 
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receptor polypeptide. The invention also realtes to an isolated nucleic 
acid encoding the leafhopper ecdysone receptor polypeptide, to 
vectors comprising them and to their uses, in particular in 
methods for modulating gene eypression in an ecdysone receptor-based 
gene expression modulation system and methods for identifying 
molecules that modulate leafhopper ecdysone receptor activity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to bispecific molecules that are 

characterized by having a first binding domain which binds an antigen 
present in the circulation of a mammal and a second binding domain which 
binds the C3b-like receptor (known as complement receptor 1 (CR1) or 
CD35 in primates) . The bispecific molecules do not consist of a first 
monoclonal antibody to CR1 that has been chemically cross- linked to a 
second monoclonal antibody. The invention also relates to methods of 
making the bispecific molecules and therapeutic uses thereof, as well as 
to kits containing the bispecific molecules. The invention further 
provides polyclonal populations of bispecific molecules, which comprise 
populations of bispecific molecules with different antigen recognition 
specificities. Such polyclonal populations of bispecific molecules can 
be used for targeting multiple epitopes of a pathogenic antigenic 
molecule and/or multiple variants of a pathogenic antigenic molecule. 
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AB The present invention relates to non-steroidal ligands for use in 

nuclear receptor-based inducible gene expression system, and a 
method to modulate exogenous gene expression in which an 
ecdysone receptor complex comprising: a DNA binding domain; 
a ligand binding domain; a transactivation 

domain; and a ligand is contacted with a DNA construct comprising: the 
exogenous gene and a response element; wherein the exogenous gene is 
under the control of the response element and binding of the DNA binding 
domain to the response element in the presence of the ligand results in 
activation or suppression of the gene. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L5 ANSWER 17 OF 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



44 USPATFULL on STN 

^2004 : 158597 USPATFULL 

Novel genes encoding proteins having prognostic, 
diagnostic, preventive, therapeutic, and other uses 
Fraser, Christopher C, Lexington, MA, UNITED STATES 
Barnes, Thomas M., Brookline, MA, UNITED STATES 
Sharp, John D. , Arlington, MA, UNITED STATES 
Kirst, Susan J., Brookline, MA, UNITED STATES 
Myers, Paul S., Cambridge, MA, UNITED STATES 
Leiby, Kevin R., Natick, MA, UNITED STATES 
Holtzman, Douglas A., Jamaica Plain, MA, UNITED STATES 
McCarthy, Sean A., San Diego, CA, UNITED STATES 
Wrighton, Nicholas, Winchester, MA, UNITED STATES 
MacKay, Charles R., Vaucluse, AUSTRALIA 
Goodearl, Andrew D. J., Natick, MA, UNITED STATES 
Millennium Pharmaceuticals, Inc. (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO 



US 2004121396 Al 20040624 

US 2003-741790 Al 20031219 (10) 

Continuation of Ser. No. US 2001-759130, filed on 12 
Jan 2001, ABANDONED Continuation-in-part of Ser. No. 
2000-479249, filed on 7 Jan 2000, ABANDONED 
Continuation-in-part of Ser. No. US 2000-559497, filed 
on 27 Apr 2000, ABANDONED Continuation-in-part of Ser. 
No. US 2000-578063, filed on 24 May 2000, PENDING 
Continuation-in-part of Ser. No. US 1999-333159, filed 
on 14 Jun 1999, PENDING Continuation- in-part of Ser. 
No. US 2000-596194, filed on 16 Jun 2000, ABANDONED 
Continuation-in-part of Ser. No. US 1999-342364, filed 
on 29 Jun 1999, ABANDONED Continuation-in-part of Ser. 
No. US 2000-608452, filed on 30 Jun 2000, PENDING 
Continuation-in-part of Ser. No. US 1999-393996, filed 
on 10 Sep 1999, ABANDONED Continuation-in-part of Ser. 
No. US 2000-602871, filed on 23 Jun 2000, ABANDONED 
Continuation-in-part of Ser. No. US 1999-420707, filed 
on 19 Oct 1999, ABANDONED 
Utility 
APPLICATION 

MILLENNIUM PHARMACEUTICALS, INC., 40 Landsdowne Street 
CAMBRIDGE, MA, 0213 9 
85 
1 

365 Drawing Page(s) 
12420 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention provides isolated nucleic acids encoding a variety of 



DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



US 



proteins having diagnostic, preventive, therapeutic, and other uses. 
These nucleic and proteins are useful for diagnosis, prevention, and 
therapy of a number of human and other animal disorders. The invention 
also provides antisense nucleic acid molecules, expression 
vectors containing the nucleic acid molecules of the invention, 
host cells into which the expression vectors have 

been introduced, and non-human transgenic animals in which a nucleic 
acid molecule of the invention has been introduced or disrupted. The 
invention still further provides isolated polypeptides, fusion 
polypeptides, antigenic peptides and antibodies. Diagnostic, screening, 
and therapeutic methods using compositions of the invention are also 
provided. The nucleic acids and polypeptides of the present invention 
are useful as modulating agents in regulating a variety of cellular 
processes . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a system for modulating the expression 

of a target gene in a subject wherein a defined response element for a 
DNA binding domain modulates expression of said target gene. 
The invention system comprises two chimeric proteins, each containing 
the dimerization domain of a member of the steroid/ thyroid hormone 
nuclear receptor superfamily, one of which is non- endogenous to the 
subject. In addition, the first chimeric protein contains a DNA binding 
domain to which the target gene is responsive and the second chimeric 
protein contains a transcription modulating domain, such as a 
transcription activator or a transcription repressor. In one embodiment 
of the invention, two invention systems form a dimer having the 
properties of a native heterodimer or homodimer. In another embodiment, 
only the first chimeric protein contains a DNA binding domain and only 
the second chimeric protein contains a transcription activating domain. 
The functional entity formed by association of the first and second 
chimeric proteins can be designed to transactivate transcription by 
complexing with a DNA binding recognition site that does not have the 
2 -half site format common to response elements for members of the 
steroid/ thyroid hormone nuclear receptor superfamily. Thus, certain of 
the invention systems cannot functionally interact with endogenous 
proteins in the way that wild type receptors do. The invention further 
provides nucleic acid sequences encoding the invention chimeric 
proteins, cells containing such nucleic acid sequences, and methods for 
using the invention chimeric proteins to modulate expression 
of one or more non-endogenous genes in a subject organism. 
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AB This invention relates to the field of biotechnology or genetic 

engineering. Specifically, this invention relates to the field of gene 
expression. More specifically, this invention relates to a novel 
ecdysone receptor/chimeric retinoid X receptor-based inducible gene 
expression system and methods of modulating gene 
expression in a host cell for applications such as gene therapy, 
large-scale production of proteins and antibodies, cell-based high 
throughput screening assays, functional genomics and regulation traits 
in transgenic organisms. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to a method to modulate exogenous gene 
expression in which an ecdysone receptor complex comprising: a 
DNA binding domain; a ligand binding domain 

; a transactivation domain; and a ligand is contacted with a 
DNA construct comprising: the exogenous gene and a response element; 
wherein the exogenous gene is under the control of the response element 
and binding of the DNA binding domain to the response element in the 
presence of the ligand results in activation or suppression of the gene. 
The ligands comprise a class of ketones. 
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engineering. Specifically, this invention relates to the field of gene 
expression More specifically, this invention relates to a novel 
inducible gene expression system and methods of modulating 
gene expression in a host cell for applications such as gene 
therapy, large scale production of proteins and antibodies, cell-based 
high throughput screening assays, functional genomics and regulation of 
traits in transgenic plants and animals. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to eukaryotic host cells having modified 

oligosaccharides which may be modified further by heterologous 
expression of a set of glycosyltransf erases , sugar transporters 
and mannosidases to become host-strains for the production of mammalian, 
e.g., human therapeutic glycoproteins. The invention provides nucleic 
acid molecules and combinatorial libraries which can be used to 
successfully target and express mammalian enzymatic activities 
such as those involved in glycosylation to intracellular compartments in 
a eukaryotic host cell. The process provides an engineered host cell 
which can be used to express and target any desirable gene(s) 
involved in glycosylation. Host cells with modified oligosaccharides are 
created or selected. N-glycans made in the engineered host cells have a 
Man.sub.5GlcNAc.sub.2 core structure which may then be modified further 
by heterologous expression of one or more enzymes, e.g., 
glycosyltransf erases , sugar transporters and mannosidases, to yield 
human-like glycoproteins. For the production of therapeutic proteins, 
this method may be adapted to engineer cell lines in which any desired 
glycosylation structure may be obtained. 
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immunology and gene therapy are provided. In general modified microflora 
for the delivery of vaccines, allergens and therapeutics to the mucosal 
surfaces of the respiratory tract are provided. In particular, the 
compositions and methods are directed at inducing an M-cell mediated 
immune response to pathogenic diseases. Specifically, methods of vaccine 
preparation, delivery and mucosal immunization using a Lactic Acid 
Bacteria (LAB) , yeast and LAB that have been modified through fusion 
with E. coli to either present on its cell surface, or secrete, 
antigenic epitopes derived from pathogenic microorganisms and/or to 
secrete a therapeutic protein sequence are disclosed. 
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disclosed. Also disclosed are fusion proteins containing CRDs and cells 
expressing such fusion proteins. In addition, the invention 
provides novel methods for producing target proteins in vivo using 
fusion proteins containing conditional retention domains and methods for 
identifying novel CRDs. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In one aspect, a library of nucleic acids that encode different 

artificial, chimeric proteins is screened to identify a chimeric protein 
that alters a phenotypic trait of a cell or organism. The chimeric 
protein can be identified without a priori knowledge of a particular 
target gene or pathway. Some chimeric proteins include multiple zinc 
finger domains and can induce, for example, thermotolerance, 
solvent -tolerance, altered cellular growth, insulin production, 
differentiation, and drug resistance. 
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Specific amino acid loci of human factor VIII 
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interact with inhibitory antibodies of hemophilia patients who have 
developed such antibodies after being treated with factor 
VIII. Modified factor VIII is disclosed in 

which the amino acid sequence is changed by a substitution at one or 
more amino acids of positions 484-508 of the A2 domain. The modified 
factor VIII is useful as a clotting factor supplement 
for hemophiliacs. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns compositions comprising a glycoprotein 

having an Fc region, wherein about 80-100% of the glycoprotein in the 
composition comprises a mature core carbohydrate structure which lacks 
fucose, attached to the Fc region of the glycoprotein. The preferred 
glycoprotein is an antibody or immunoadhesin. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding HLRRBM1 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic 
methods for producing said polypeptides. The invention further relates 
to diagnostic and therapeutic methods for applying these novel HLRRBM1 
polypeptides to the diagnosis, treatment, and/or prevention of various 



diseases and/or disorders related to these polypeptides, particularly 
immune diseases and/or disorders. The invention further relates to 
screening methods for identifying agonists and antagonists of the 
polynucleotides and polypeptides of the present invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The present invention relates to a novel protein, 
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TR16, which is a 



member of the tumor necrosis factor (TNF) receptor superfamily and the 
TRAIL receptor subfamily. In particular, isolated nucleic acid molecules 
are provided encoding the human TR16 protein. TR16 polypeptides are also 
provided as are vectors, host cells and recombinant methods 
for producing the same. The invention further relates to screening 
methods for identifying agonists and antagonists of TR16 activity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to an isolated DNAc molecule comprising a promoter 

P and an LI cassette sequence comprising a core LI retrotransposon 
element and methods of use thereof. 
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disclosed. Also disclosed are fusion proteins containing CRDs and cells 
expressing such fusion proteins. In addition, the invention 
provides novel methods for producing target proteins in vivo using 
fusion proteins containing conditional retention domains and methods for 
identifying novel CRDs. 
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The present invention provides methods and compositions for improved 
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expression and production of recombinant antibodies in 
prokaryotic expression systems. Particularly contemplated are 
prokaryotic expression and production of full length 

aglycosylated antibodies. The antibody products of the invention can be 
used in various aspects of biological research, diagnosis and medical 
treatment . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated nucleic acids encoding a variety of 

proteins having diagnostic, preventive, therapeutic, and other uses. 
These nucleic and proteins are useful for diagnosis, prevention, and 
therapy of a number of human and other animal disorders. The invention 
also provides antisense nucleic acid molecules, expression 
vectors containing the nucleic acid molecules of the invention, 
host cells into which the expression vectors have 

been introduced, and non-human transgenic animals in which a nucleic 
acid molecule of the invention has been introduced or disrupted. The 
invention still further provides isolated polypeptides, fusion 
polypeptides, antigenic peptides and antibodies. Diagnostic, screening, 
and therapeutic methods using compositions of the invention are also 
provided. The nucleic acids and polypeptides of the present invention 
are useful as modulating agents in regulating a variety of cellular 
processes . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding HLRRSI1 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic 
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methods for producing said polypeptides. The invention further relates 
to diagnostic and therapeutic methods for applying these novel HLRRSI1 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides, particularly 
gastrointestinal diseases and/or disorders. The invention further 
relates to screening methods for identifying agonists and antagonists of 
the polynucleotides and polypeptides of the present invention. 
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interact with inhibitory antibodies of hemophilia patients after being 

treated with factor VIII. Modified factor 

VIII is disclosed in which the amino acid sequence is changed by 
a substitution at one or more of the specific loci. The modified 
factor VIII is useful for hemophiliacs, either to 
avoid or prevent the action of inhibitory antibodies. 
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AB The invention relates to a modified B-domainless form of porcine 

factor VIII, to a DNA encoding the same, and to the 
use thereof for treatment of hemophilia. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L5 ANSWER 37 OF 44 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



USPATFULL on STN 

2002 :221381 USPATFULL 

Novel ecdysone receptor-based inducible gene 
expression system 

Palli, Subba Reddy, Lansdale, PA, UNITED STATES 
Kapitskaya, Marianna Zinovjevna, North Wales, PA, 
UNITED STATES 

Cress, Dean Ervin, Souderton, PA, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN . INFO . : 



NUMBER 



KIND 



DATE 



US 2002119521 Al 20020829 

US 2001-965703 Al 20010926 (9) 

Continuation-in-part of Ser. No. WO 2001-US9050, filed 
on 21 Mar 2001, UNKNOWN 



NUMBER 



DATE 



20000322 
20010220 



(60) 
(60) 



100 

19106-2399 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to the field of biotechnology or genetic 

engineering. Specifically, this invention relates to the field of gene 

expression. More specifically, this invention relates to a novel 

inducible gene expression system and methods of modulating 

gene expression in a host cell for applications such as gene 

therapy, large scale production of proteins and antibodies, cell-based 

high throughput screening assays, functional genomics and regulation of 

traits in transgenic plants and animals. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the field of biotechnology or genetic 

engineering. More specifically, the present invention relates to a 
multiple inducible gene regulation system that functions within cells to 
simultaneously control the quantitative expression of multiple 
genes . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to two novel proteins, TR21 and TR22, 

which are members of the tumor necrosis factor (TNF) receptor. In 
particular, isolated nucleic acid molecules are provided encoding the 
human TR21 and TR22 protein. TR21 and TR22 polypeptides are also 
provided as are vectors, host cells and recombinant methods 
for producing the same. The invention further relates to screening 
methods for identifying agonists and antagonists of TR21 and TR22 



activity; and methods of treating immune disorders by administering TR21 
and TR22 polynucleotides, polypeptides, agonists, and antagonists. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Specific amino acid loci of human factor VIII 

interact with inhibitory antibodies of hemophilia patients who have 
developed such antibodies after being treated with factor 
VIII. Modified factor VIII is disclosed in 

which the amino acid sequence is changed by a substitution at one or 
more amino acids of positions 484-508 of the Az domain. The modified 
factor VIII is useful as a clotting factor supplement 
for hemophiliacs. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present application describes engineered antibodies, with three or 

more functional antigen binding sites, and uses, such as therapeutic 
applications, for such engineered antibodies. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Factor VIII analog which has undergone deletion of 

amino acids 771 to 1666, prepared from eukaryotic cells transformed by 

an expression vector carrying the cDNA of the 

factor VIII which has undergone deletion. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding HLRRSI1 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic 
methods for producing said polypeptides. The invention further relates 
to diagnostic and therapeutic methods for applying these novel HLRRSI1 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides, particularly 
gastrointestinal diseases and/or disorders. The invention further 
relates to screening methods for identifying agonists and antagonists of 
the polynucleotides and polypeptides of the present invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Specific amino acid loci of human factor VIII 



interact with inhibitory antibodies of hemophilia patients after being 
treated with factor VIII. Modified factor 

VIII is disclosed in which the amino acid sequence is changed by 
a substitution at one or more of the specific loci. The modified 
factor VIII is useful for hemophiliacs, either to 
avoid or prevent the action of inhibitory antibodies. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention involves peptides of various sequences and sizes 

and methods of using said peptides with a strong affinity for 
glycosaminoglycans and proteoglycans, wherein said peptides interact 
strongly with heparin, other glycosaminoglycans, or proteoglycans (PGs) 
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AB This invention relates to compounds of formula ##STR1## 

which inhibit Factor Xa or tryptase, to pharmaceutical compositions 
containing the compounds, and to the use of the compounds for the 
treatment of patients suffering from conditions which can be ameliorated 
by the administration of an inhibitor of Factor Xa or tryptase. 
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The present invention provides a method for treating a disorder such as 
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hemophilia. A method of treating hemophilia in a mammal by administering 
recombinant virus virions comprising a nucleotide sequence having an 
adenoviral inverted terminal repeat fusion sequence, a packaging signal, 
a transcriptional control region, and a nucleic acid encoding a 
therapeutic protein such as FVIII. In addition, the DNA molecule does 
not encode an adenoviral protein. It is preferred that the virions be 
administered to the mammal under conditions that result in the 
expression of the therapeutic protein at a level that provides a 
therapeutic effect in said mammal. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Recombinant protein complexes having human Factor VIII :C activity are 

expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C-terminal a human Factor VIII :C B domain 
N- terminal peptide, a polypeptide spacer of 3-40 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an a . sub . 1 -antitrypsin 
signal sequence. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention is directed to oxoazaheterocycyl compounds which inhibit 

Factor Xa, to oxoazaheterocycyl compounds which inhibit both Factor Xa 
and Factor Ila, to pharmaceutical compositions comprising these 
compounds, to intermediates useful for preparing these compounds, to a 
method of directly inhibiting Factor Xa and to a method of 
simultaneously directly inhibiting Factor Xa and Factor Ila.. 
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AB This invention is directed to N-acylpyrrolidin-2-ylalkylbenzamidine 

derivatives which useful for inhibiting the activity of Factor Xa, by 
contacting said derivatives with a composition containing Factor Xa. The 
present invention is also directed to compositions containing said 
derivatives, methods for their preparation, their use, such as in 
inhibiting the formation of thrombin or for treating a patient suffering 
from, or subject to, a disease state associated with a physiologically 
detrimental excess amount of thrombin. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention is directed to a compound of formula I which is useful 

for inhibiting the activity of Factor Xa, by combining said compound 
with a composition containing Factor Xa. The present invention is also 
directed to compositions containing compounds of the formula I, methods 
for their preparation, their use, such as in inhibiting the formation of 
thrombin or for treating a patient suffering from, or subject to, a 
disease state associated with a physiologically detrimental excess 
amount of thrombin. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Ixolaris, a novel protein with anticoagulant activity is described. 

Ixolaris can be isolated from the salivary glands of ticks or made by 
recombinant methods using various DNA expression techniques. 
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(Ad) vectors and their 



applications in the field of genetic medicine, including gene transfer, 
gene therapy, and gene vaccination. More specifically, this invention is 
related to the Ad vectors that carry the minimal cis -element of the Ad 
genome (mini -Ad vector) and are capable of delivering transgenes and/or 
heterologous DNA up to 36 kb. The generation and propagation of the 
mini -Ad vectors require trans -complementation of a packaging-attenuated 
and replication-defective helper Ad (helper) in an Ad helper cell line. 

This invention further comprises a methodology for generating a 

mini -adenoviral (mini -Ad) vector for use in gene therapy of hemophilia 

and animal test systems for in vivo evaluation of the Ad vectors. More 



specifically, this invention describes factor VIII (FVIII) Ad vectors 
that only contain minimal cis-elements of the Ad genome (so called 
mini-Ad) and comprise a human FVIII cDNA with other supporting DNA 
elements up to 36 kb. The FVIII mini-Ad can be generated and 
preferentially amplified through the assistance of a 

packaging-attenuated helper Ad and a helper cell line. This invention 
also reports designs and methods for producing transgenic mouse models 
that can be used for in vivo testing the mini -Ad. 
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AB Recombinant protein complexes having human Factor VIII :C activity are 

expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C- terminal a human Factor VIII :C B domain 
N- terminal peptide, a polypeptide spacer of 3-40 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an a . sub . 1-antitrypsin 
signal sequence. 
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AB This invention is directed to an (aminoiminomethyl or 

aminomethyl) benzoheteroaryl compound of formula I which is useful for 
inhibiting the activity of Factor Xa by combining said compound with a 
composition containing Factor Xa. The present invention is also directed 
to compositions containing compounds of the formula I, methods for their 
preparation, their use, such as in inhibiting the formation of thrombin 
or for treating a patient suffering from, or subject to, a disease state 
associated with a physiologically detrimental excess amount of thrombin. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I herein exhibit useful pharmacological 

activity and accordingly are incorporated into pharmaceutical 
compositions and used in the treatment of patients suffering from 
certain medical disorders. More specifically, they are inhibitors of the 
activity of Factor Xa. The present invention is directed to compounds of 
formula I, compositions containing compounds of formula I, and their 
use, which are for treating a patient suffering from, or subject to, 
physiological condition which can be ameliorated by the administration 
of an inhibitor of the activity of Factor Xa. 
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AB This invention is directed to N-acylpyrrolidin-2 -ylalkylbenzamidine 

derivatives which useful for inhibiting the activity of Factor Xa, by 
contacting said derivatives with a composition containing Factor Xa. The 
present invention is also directed to compositions containing said 
derivatives, methods for their preparation, their use, such as in 
inhibiting the formation of thrombin or for treating a patient suffering 
from, or subject to, a disease state associated with a physiologically 
detrimental excess amount of thrombin. 
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AB The present invention relates to the use of factor Vila and TFPI 

inhibitor in the treatment or prophylaxis of bleeding episodes or 
coagulative treatment . 
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This invention is directed to an (aminoiminomethyl or 
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aminomethyl) benzoheteroaryl compound of formula I which is useful for 
inhibiting the activity of Factor Xa by combining said compound with a 
composition containing Factor Xa. The present invention is also directed 
to compositions containing compounds of the formula I, methods for their 
preparation, their use, such as in inhibiting the formation of thrombin 
or for treating a patient suffering from, or subject to, a disease state 



associated with a physiologically detrimental excess amount of thrombin. 
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AB This invention is directed to substituted (aminoiminomethyl or 

aminomethyl) dihydrobenzof urans and benzopyrans that inhibit Factor Xa, 
pharmaceutical compositions comprising these compounds and their use for 
inhibiting Factor Xa or treating pathological conditions in a patient 
that may be ameliorated by administration of such compounds. This 
invention is also is also directed to substituted (aminoiminomethyl or 
aminomethyl) dihydrobenzof urans and benzopyrans which directly inhibit 
both Factor Xa and Factor Ila (thrombin) , to pharmaceutical compositions 
comprising these compounds, to intermediates useful for preparing these 
compounds and to a method of simultaneously directly inhibiting both 
Factor Xa and Factor Ila (thrombin) . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a one -stage method of measuring antithrombin (AT) 

activity in a sample. In the method, a diluted sample is mixed with 
AT-deficient plasma containing intrinsic coagulation enzymes, an AT 
augmenting compound such as heparin, a phospholipid and an activator of 
the contact phase of the intrinsic coagulation pathway. Following 
addition of calcium ions, coagulation time is measured and compared to a 
reference standard to determine the level of AT activity in the sample. 
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The invention relates to the inhibition of blood coagulation, especially 
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during organ rejection, and in particular the inhibition of delayed 
vascular rejection. The invention provides anticoagulant proteins which 
are anchored to cell membranes. The anticoagulant function preferably 
provided by heparin, antithrombin, hirudin, TFPI, tick anticoagulant 
peptide, or a snake venom factor. These anticoagulant proteins are 
preferably prevented from being constitutively expressed at the cell 
surface. In particular, expression at the cell surface is regulated 
according to cell activation, for instance by targeting the protein to a 
suitable secretory granule. Expression of these proteins renders cells, 
tissues and organs less vulnerable to rejection after transplantation 
(e.g. after xenotransplantation) . 
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AB This invention is related to adenoviral (Ad) vectors and their 

applications in the field of genetic medicine, including, but not 
limited to, gene vaccination, gene transfer, gene therapy, and the like. 
More specifically, this invention is related to the Ad vectors that 
carry the minimal cis-element of the Ad genome (minimal Ad vector) and 
are capable of delivering about 36 kb to about 3 8 kb of heterologous 
DNA. The generation and propagation of the minimal Ad vectors require 
trans -complementation of a packaging-attenuated and replication- 
defective helper Ad (helper) in an Ad helper cell line. 

This invention further comprises minimal adenoviral vectors for use in 
the treatment or prevention of disease or other medical conditions, 
methodologies for generating such vectors and animal test systems for in 
vivo evaluation of such Ad vectors. More specifically, this invention 
describes HIV and/or HPV Ad vectors that contain minimal cis -elements of 
the Ad genome and comprise HIV and/or HPV nucleic acid sequence with 
other supporting and/or complementing nucleic acid elements up to about 
3 6 kb to about 3 8 kb. The HIV and/or HPV minimal Ad may be generated and 
preferentially amplified through the assistance of a 

packaging-attenuated helper Ad and a helper cell line. This invention 
also discloses designs and methods for testing such minimal Ad vectors 
in vivo. 
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AB This invention relates to compounds of formula 
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which inhibit Factor Xa or tryptase, to pharmaceutical compositions 
containing the compounds, and to the use of the compounds for the 
treatment of patients suffering from conditions which can be ameliorated 
by the administration of an inhibitor of Factor Xa or tryptase. 
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AB This invention is directed to a compound of fornula I which is useful 

for inhibiting the activity of Factor Xa, by combining said compound 
with a composition containing Factor Xa. The present invention is also 
directed to compositions containing compounds of the formula I, methods 
for their preparation, their use, such as in inhibiting the formation of 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I herein exhibit useful pharmacological 

activity and accordingly are incorporated into pharmaceutical 
compositions and used in the treatment of patients suffering from 
certain medical disorders. More specifically, they are inhibitors of the 
activity of Factor Xa. The present invention is directed to compounds of 
formula I, compositions containing compounds of formula I, and their 
use, for treating a patient suffering from, or subject to, a 
physiological condition which can be ameliorated by the administration 
of an inhibitor of the activity of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 ANSWER 23 OF 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



52 USPATFULL on STN 

2001 : 215074 USPATFULL 

Substituted N- [ (aminoiminomethyl or 

aminomethyl) phenyl] propyl amides 

Klein, Scott I., Norristown, PA, United States 

Guertin, Kevin R., Little Falls, NJ, United States 

Spada, Alfred P., Lansdale, PA, United States 

Pauls, Heinz W., Collegeville, PA, United States 

Gong, Yong, Norristown, PA, United States 

McGarry, Daniel G. , King of Prussia, PA, United 

States (4) 

Aventis Pharmaceuticals Products Inc., Bridgewater, 
United States (U.S. corporation) 



NJ, 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 
RELATED APPLN . INFO. 



US 6323227 Bl 20011127 

US 1999-259528 19990226 (9) 

Continuation of Ser. No. WO 1998 -US13550 , filed on 26 
Jun 1998 Continuation-in-part of Ser. No. US 884405, 
now patented, Pat. No. US 6080767 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



19960102 (60) 



US 1996-9485P 
Utility 
GRANTED 
Gerstl, Robert 
Newman, Irving 
61 
1 

4683 

INDEXING IS AVAILABLE FOR THIS PATENT. 

This invention relates to compounds of formula ##STR1## 



which inhibit Factor Xa, to pharmaceutical compositions containing the 
compounds, and to the use of the compounds for the treatment of patients 
suffering from conditions which can be ameliorated by the administration 
of an inhibitor of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 



ANSWER 24 OF 52 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



PATENT INFORMATION: 
APPLICATION INFO.: 



2001 : 173361 USPATFULL 

Process for preparing tissue factor pathway inhibitor 

Kamei, Shintaro, Kumamoto, Japan 

Kamikubo, Yuichi, Kumamoto, Japan 

Hamuro, Tsutomu, Kumamoto, Japan 

Juridical Foundation the Chemo-Sero-Therapeutic 

Research Institute, Kumamoto-ken, Japan (non-U. S. 

corporation) 



NUMBER 



US 6300100 

US 1994-266542 



KIND 



DATE 



Bl 



20011009 
19940628 



(8) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



JP 1993-188746 

Utility 

GRANTED 

Eyler, Yvonne 

Foley & Lardner 

4 

1 

7 Drawing Figure (s) 
673 



19930630 



4 Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT 
AB 



In a process for preparing Tissue Factor Pathway Inhibitor (TFPI) by the 
genetically engineered technique by the use of a transformed animal cell 
wherein a DNA encoding human TFPI is introduced, the improvement which 
comprises culturing said transformed animal cell in a culture medium 
supplemented with a sulfated polysaccharide to protect an intact TFPI 
produced by said transformed animal cell from cleavage by proteases 
present in the culture medium. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I herein exhibit useful pharmacological 

activity and accordingly are incorporated into pharmaceutical 
compositions and used in the treatment of patients suffering from 
certain medical disorders. More specifically, they are inhibitors of the 
activity of Factor Xa. The present invention is directed to compounds of 
formula I, compositions containing compounds of formula I, and their 
use, for treating a patient suffering from, or subject to, a 
physiological condition which can be ameliorated by the administration 
of an inhibitor of the activity of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Recombinant protein complexes having human Factor VIII :C activity are 

expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C-terminal a human Factor VIII :C B domain 
N-terminal peptide, a polypeptide spacer of 3-40 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an a . sub . 1-antitrypsin 
signal sequence. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention is directed to a compound of formula I which is useful 
for inhibiting the activity of Factor Xa, by combining said compound 
with a composition containing Factor Xa. The present invention is also 
directed to compositions containing compounds of the formula I, methods 
for their preparation, their use, such as in inhibiting the formation of 
thrombin or for treating a patient suffering from, or subject to, a 
disease state associated with a physiologically detrimental excess 
amount of thrombin. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Recombinant protein complexes having human Factor VIII :C activity are 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C- terminal a human Factor VIII :C B domain 
N- terminal peptide, a polypeptide spacer of 3-4 0 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an oc.sub.l 
-antitrypsin signal sequence. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A recombinant adenoviral vector encoding the human tissue factor pathway 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
CAS 
AB 



inhibitor (TFPI) gene is disclosed which is useful for transduction of 
vascular smooth muscle cells at a selected blood vessel site to provide 
local vascular expression of TFPI. A method of using the transduced 
hTFPI cDNA as an in vivo antithrombotic agent to provide localized 
production of hTFPI for protecting an at-risk site against thrombus 
deposition is also disclosed. Gene therapy using the new TFPI expression 
vector is also expected to deter the development of chronic vascular 
stenosis in blood vessels (arteries, veins, arteriovenous shunts, and 
endovascular grafts) and deterring intimal hyperplasia. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 
Compounds of the formula: ##STR1## 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds according to the invention are substituted 

N- [ (aminoiminomethyl or aminomethyl) phenyl] propyl amides of formula I 
herein which exhibit useful pharmacological activity and accordingly are 
incorporated into pharmaceutical compositions and used in the treatment 
of patients suffering from certain medical disorders. More especially, 
they are Factor Xa inhibitors. The present invention is directed to 
compounds of formula I, compositions containing compounds of formula I, 
methods for their preparation and their use, which are for treating a 
patient suffering from, or subject to, conditions which can be 
ameliorated by the administration of an inhibitor of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER OF CLAIMS : 35 
EXEMPLARY CLAIM: 1 
LINE COUNT: 2 096 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Recombinant protein complexes having human Factor VIII :C activity are 

expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C-terminal a human Factor VIII :C B domain 
N-terminal peptide, a polypeptide spacer of 3-40 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an a.sub.l 
-antitrypsin signal sequence. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I exhibit useful pharmacological activity and 

accordingly are incorporated into pharmaceutical compositions and used 
in the treatment of patients suffering from certain medical disorders. 
More specifically, they are inhibitors of the activity of Factor Xa. The 
present invention is directed to compounds of formula I, compositions 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



containing compounds of formula I, and their use, which are for treating 
a patient suffering from, or subject to, physiological condition which 
can be ameliorated by the administration of an inhibitor of the activity 
of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 ANSWER 34 OF 52 
ACCESSION NUMBER: 
TITLE : 



INVENTOR (S) 



PATENT ASSIGNEE (S) 



USPATFULL on STN 

1999 : 117489 USPATFULL 

Substituted (sulfinic acid, sulfonic acid, 
sulf onylamino or sulf inylamino) N- 

[ (aminominomethyl) phenylalkyl] -azaheterocyclylamide 
compounds 

Ewing, William R., Downingtown, PA, United States 
Becker, Michael R., Norristown, PA, United States 
Pauls, Henry W. , Collegeville, PA, United States 
Cheney, Daniel L., Collegeville, PA, United States 
Mason, Jonathan Stephen, Phoenixville, PA, United 
States 

Spada, Alfred P., Lansdale, PA, United States 
Choi-Sledeski, Yong Mi, Collegeville, PA, United States 
Rhone-Poulenc Rorer Pharmaceuticals Inc., United States 
(U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 5958918 19990928 

US 1997-976034 19971121 (8) 

Continuation of Ser. No. WO 1996-US9816, filed on 7 Jun 

1996 which is a continuation-in-part of Ser. No. US 

1995-481024, filed on 7 Jun 1995, now patented, Pat. 

NO. US 5612353 

Utility 

Granted 

Davis, Zinna Northington 
Parker, III, Raymond S. 
57 
1 

9289 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I exhibit useful pharmacological activity and 
accordingly are incorporated into pharmaceutical compositions and used 
in the treatment of patients suffering from certain medical disorders. 
More especially, they are inhibitors of the activity of Factor Xa. The 
present invention is directed to compounds of formula I, compositions 
containing compounds of formula I, and their use, which are for treating 
a patient suffering from, or subject to, physiological condition which 
can be ameliorated by the administration of an inhibitor of the activity 
of Factor Xa. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A potent serine protease inhibitor capable of inhibiting Factor Vila, 

Factor XIa, plasma kallikrein, or plasmin is provided. The inhibitor is 
provided in a pharmaceutical composition for treatment of diseases where 
inhibition of Factor Vila, Factor XIa, plasma kallikrein, or plasmin is 
indicated. 
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AB A potent serine protease inhibitor capable of inhibiting Factor Vila, 

Factor XIa, plasma kallikrein, or plasmin is provided. The inhibitor is 
provided in a pharmaceutical composition for treatment of diseases where 
inhibition of Factor Vila, Factor XIa, plasma kallikrein, or plasmin is 
indicated. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pre-formed anticoagulant heparin/TFPI complex which consists of a 

weight ratio of at least 1.25 parts of heparin to one part of TFPI and 
its use in inhibiting blood cogulation. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A potent serine protease inhibitor capable of inhibiting Factor Vila, 



filed 
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Factor XIa, plasma kallikrein, or plasmin is provided. The inhibitor is 
provided in a pharmaceutical composition for treatment of diseases where 
inhibition of Factor Vila, Factor XIa, plasma kallikrein, or plasmin is 
indicated. 
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A process for reducing degradation of recombinant coagulation factor 
VIII caused by metal -dependent proteases requiring Zn.sup.2+ for 
activity or containing Zn.sup.2+ as an integral part of their structure 
comprises adding an inhibitor of Zn.sup.2+ dependent proteases to a 
recombinant factor VIII solution. The recombinant factor VIII solution 
is obtained after harvesting a conditioned medium from a cell culture 
used for producing the recombinant coagulation factor VIII. The 
inhibitor is selected from complexing agents with a stronger affinity 
for the Zn.sup.2+ ion of the protease than for the ion or ions 
stabilizing the factor VIII molecule, and compounds structurally related 
to the natural substrate of the protease and containing an 
electronegative moiety. 
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A potent serine protease inhibitor capable of inhibiting Factor Vila, 
Factor XIa, plasma kallikrein, and plasmin is provided. The inhibitor is 
provided in a pharmaceutical composition for treatment of diseases where 
inhibition of Factor Vila, Factor XIa, plasma kallikrein, or plasmin is 
indicated. 
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AB Recombinant protein complexes having human Factor VIII :C activity are 

expressed in a eukaryotic host cell by transforming the host cell with 
first and second expression cassettes encoding a first polypeptide 
substantially homologous to human Factor VIII :C A domain and a second 
polypeptide substantially homologous to human Factor VIII :C C domain, 
respectively. In the present invention, the first polypeptide may be 
extended having at its C-terminal a human Factor VIII :C B domain 
N-terminal peptide, a polypeptide spacer of 3-40 amino acids, and a 
human Factor VIII :C B domain C-terminal peptide. Expression of the 
second polypeptide is improved by employing an a.sub.l 
-antitrypsin signal sequence. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The compounds of formula I exhibit useful pharmacological activity and 

accordingly are incorporated into pharmaceutical compositions and used 
in the treatment of patients suffering from certain medical disorders. 
More specifically, they are inhibitors of the activity of Factor Xa. The 
present invention is directed to compounds of formula I, compositions 
containing compounds of formula I, and their use, which are for treating 
a patient suffering from, or subject to, physiological condition which 
can be ameliorated by the administration of an inhibitor of the activity 
of Factor Xa. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention discloses methods and compositions for inhibiting 



the hepatic clearance of Tissue Factor Pathway Inhibitor (TFPI) using 
receptor-associated protein. 
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The present invention relates to the use of compounds of formula I 



Zelson T., Agris, Esq., Cheryl H. 
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##STR1## wherein R.sup.l is independently hydrogen, hydroxy, alkyl with 
1 to 6 carbon atoms, acyloxy groups with 1 to 6 carbon atoms, alkyloxy 
with 1 to 6 carbon atoms or from 1 to 5 sugar moieties; and R.sup.2 is 
independently hydrogen, or alkyl with 1 to 6 carbon atoms, in the 
reduction of coagulation time in mammals. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A coagulation active complex of Factor VIII fragments is produced by 

causing coagulation inactive FVIII heavy chain to react with coagulation 
inactive FVIII light chain in the presence of a complex forming agent. 
Thus, FVIII -HC and FVIII -LC are converted to coagulation active FVIII 
complex in the presence of divalent metal ions, such as Mn.sup.2+, 
Ca.sup.2+ or C.sup.2+, or a component of the pro- thrombin complex. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 ANSWER 4 6 OF 52 US PAT FULL on STN 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



PATENT INFORMATION: 
APPLICATION INFO . : 
RELATED APPLN. INFO. 



97:2 0404 US PAT FULL 

Method of producing proteins with FVIII activity and/or 
FVIII derivatives 

Rasmussen, Poul B., Hellerup, Denmark 

Nordfang, Ole, Hillerod, Denmark 

Novo Nordisk A/S, Bagsvaerd, Denmark (non-U. S. 

corporation) 



NUMBER 



KIND 



DATE 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5610033 19970311 

US 1994-320773 19941011 (8) 

Continuation of Ser. No. US 1992-877347, filed on 30 

Apr 1992, now abandoned which is a continuation of Ser. 

No. US 1990-514 072, filed on 25 Apr 1990, now abandoned 



Utility 
Granted 

Ziska, Suzanne E. 

Zelson, Esq., Steve T. , Agris, Esq., Cheryl H. 
3 
1 

1 Drawing Figure (s); 1 Drawing Page(s) 
289 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In a process for producing proteins with FVIII activity and FVIII 

derivatives by in vitro culturing of mammalian cells, the culturing is 
carried out at temperatures below 32° C. and the culturing times 
used are below 24 hours. 
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AB DNA constructs encoding human Factor VIII :C protein are disclosed. In 
particular, the DNA construct contains a nucleotide sequence that 
encodes a first polypeptide homologous to the A domain of human Factor 



VIII :C linked to a second polypeptide homologous to the C domain of 
human Factor VIII :C by a polypeptide spacer that comprises a peptide 
homologous to a human Ig heavy chain hinge region. Recombinant methods 
for producing human Factor VIII :C protein are also disclosed. 
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AB Variant of human Kunitz-type protease inhibitor domain II of tissue 

factor pathway inhibitor (TFPI) , the variant comprising the following 
amino acid sequence ##STR1## wherein Xaa at position 1 is H or a 
naturally occurring amino acid residue except Cys, each Xaa at positions 
2-5 is independently a naturally occurring amino acid residue except Cys 
or is absent, each Xaa at positions 14, 16, 18, 19, 20, 21, 22, 23, 37, 
42, 43, 44, and 49 independently a naturally occurring amino acid except 
Cys, each Xaa at positions 61, 62, 63, and 64 is independently a 
naturally occurring amino acid except Cys or is absent, and Xaa at 
position 65 is OH or a naturally occurring amino acid except Cys, with 
the proviso that at least one of the amino acid residues designated Xaa 
is different from the amino acid residue of the native sequence. 
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AB A coagulation active complex of Factor VIII fragments is produced by 
causing a coagulation inactive FVIII heavy chain to react with a 
coagulation inactive FVIII light chain in the presence of a complex 
forming agent. Thus, FVIII-HC and FVIII-LC are converted to coagulation 
active FVIII complex in the presence of metal ions, such as Mn.sup.2+, 
Ca.sup.2+, or Co. sup. 2+ or a component of the prothrombin complex or a 
substance having reactivity to compounds containing the group --SH 
and/or --S--S. 
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AB A method for making TFPI analogues lacking part of the C-terminal end of 
the native TFPI molecule is described by cultivation of a yeast strain 
transformed with an expression vector containing a DNA sequence encoding 
such TFPI analogues. The TFPI analogues will at least contain the two 
first Kunitz domains and lack the third Kunitz domain. 
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A preparation for the treatment of hemophilia A inhibitor patients 
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contains a protein or peptide having a specific Factor VIII :CAg activity 
of at least 0.5, preferably at least 1 VIII :CAg unit per mg protein, the 
ratio between the VIII :CAg activity and the VIII :C procoagulant activity 
being greater than 5:1, preferably greater than 10:1. A fragment of 
Factor VI-II:C, which displays a doublet of a molecular weight of 80/77 
kD in electrophoresis, is reactive hemophilia A inhibitor antibodies and 
has VIII :CAg activity. This fragment and more low-molecular fragments of 
Factor VIII :C are capable of neutralizing the coagulation inhibiting 
effect of all tested antibodies. Such fragments can therefore be used as 
active component in preparations for providing immunotolerance towards 
Factor VIII :C in high-dose treatment of inhibitor patients. The peptides 
are moreover useful as an immunosorbent in specific extracorporeal 
adsorption treatment of inhibitor patients. The inhibitor reactive 
peptides can e.g. be recovered from plasma fractions by affinity 
chromatography, hydrophobic interaction chromatography or cation 
exchange or they may be biosynthetically and recovered in a similar 
manner. 
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AB This invention is directed to substituted (aminoiminomethyl or 

aminomethyl) dihydrobenzof urans and benzopyrans that inhibit Factor Xa, 
pharmaceutical compositions comprising these compounds and their use for 
inhibiting Factor Xa or treating pathological conditions in a patient 
that may be ameliorated by administration of such compounds. This 
invention is also is also directed to substituted (aminoiminomethyl or 
aminomethyl) dihydrobenzof urans and benzopyrans which directly inhibit 
both Factor Xa and Factor Ila (thrombin) , to pharmaceutical compositions 
comprising these compounds, to intermediates useful for preparing these 
compounds and to a method of simultaneously directly inhibiting both 
Factor Xa and Factor Ila (thrombin) . 
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